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^--J : i/E 



KLF5 mRNA^^t: b * ti ^7 ;^ OKLF5 mRNAT?**, 1 lw|Bf^<^RNAo 

-5 > m-^m It tut 2 KmrnovMo 

RNA*^ KLF5 mRNAOiSMi- ^ 15~30:^^<^@H?iJ <b ^ -2. RNAiS i TOIS^J ^ *Bffifi<J :&iE^J 

K«:#JJPL/^. '^Ttf>^^$r?^^i-;z,RNA-eabS> If^:^ 1 * Jtti 2 trlfi^ORNAo 
[ii*:^ 5 1 

mT<7) (a) ~ (c) lb ^ ^^i)^hmiift^KLF5Mi^^(0^m'S:Wmi- ^Wko 
^z:2|s:||RNA<^-?-a-rtLO«03'5ilStC 2 ~4'lSO'i"; ^^^V^t 5 i^;^g^^• 
( b ) mym-^ 2 ~i6ov>rtt;$- 1 oo@b^ij5&- ^rna^ X xj'mw.ntmm^j^Mm^^ 

=f J5? U :t ^ K-CO ^: 3' ^ 2 - 4 ^(^ -i/ V 'J)Vmt tz {±7*^ ^ i^'f*:^ 5 ^ 

^-mmkff)^fL'^ix(Dm<o3'^\,z2m<o^v p)i^m'^ni\iLfzzL^msiiko 

[W*:© 7 ] 

-r;i> ^ t i , ^«>t»(^KLF5itfE^(7)|&m=£:iJp$lJi-^:^&o 
lft^:» 8 1 

KLFStc i ») te^^^Stt-fb^ tLS jt{E?-;&*JflL/jN^S5|ili5iH?-A^itte^^ /;ti¥rt«5 5 :f 
lii*:^ 1 0 ] 

ft*]^ 1 ~ 5 (^v^-fijx^i^ 1 ■^\z^WL<r>mkt fz\tm%-^ 6 lc|Bm<?)^i>' iJ' - Sr^Jl^^^i: 
[W*:^ 1 1 ] 

W^iS 1 ~ 5 (O^^-fM-- 1 :*lc|E«cr)RNAt /wtift*:^ 6 \zWM.<r>^i^ -Sr^^^^^i: 
1 2 1 

[W^iS 1 3 1 

■^12 \zum(r>mmmtfz\t=f-^mo 
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imM(0^%] KLF5itf5^<^lliaSrPU$0i-^RNA 
10 0 0 11 

[0 0 0 21 

i7 (Kruppel-1 ike factor, JiHTKLFt B^-T) ^r^U-ti. C^^<D-J 

>^ ■ y ^ >ir- (zinc finger) ^^-y^mWiti-^, te^H^<^7 7 5 U --Cab •) 
, KLFK KLF2. KLF3> KLF4, KLF5s KLF6. KLF7> KLF8, KLF9, KLFIO, KLFll, KLF12, KLF 
13, KLF14, KLF15, KLF16^;?i^^lbtlTV^^o BifL^tCiSV^T, KLF^r^U-ti, It^^: 

M'^mm. m^imM.m. jflii=i*ij^m. ^mm. v y^m^fo^^iti^Mmx-^ 

10 0 0 31 

KLF "7 T 5 i; — <75'9 *)C0KLF5li, BTEB2 (basic transcriptional element binding prot 
ein 2) <b^v^t±IKLF (intestinal-enriched Kruppel-like factor) tiiXitix^o iflW 

10 0 0 41 

mw-mmtmm.<D^K im^m.) --^^k^^ltv^^o ¥?t^/Wflat^tiSMi, sm2, sMemb 

i:v>^ 3m.m<D ^ ymm(DT ^ y y * - J^-d^^^-r MM^<^?i^Kte^iw#v^ 
, SM2*«f^^L, SMemb0^mflS56«iSie>'btt*o KLF5ti, SMembaKS^Ote^^^Jt^iS^J i: 

^-^L. -e-c^fe^^tstt'fki-^ (^!i#i^«4#Hs) o -^hK. jkA^m.^^mmm^Am 

(mTPDGF-Ai: i^) , h7:^X7*-5>' iJ^limH^^ (TGF) - , JfiLlrl*I;&ii5fiH^=- ( 
VEGF) U-bT'^-, M-^M— m-rbM^-^^^* (iNOS) , T^^:^ 5 ^ -'5^>'Ti^ ^■^-iJ' 
-^:^lilf^— (PAD -lis J: O^^^H^Egr (early growth response) -l^if. jfHWO 

5i3j;r/6#M) o 
10 0 0 51 

tit, KLF5st<S?-<^^'rn>' ^T^ h v^;^.lC^v>T, ^C^lflLW^'^'^Jfeae^JAW-^T 

(##W=:5cm5#Hg) o 

^H§|:b*te2^H^-C*«9> -e-0^tl|&^tr«S1S^ll^l:**^^*'^M^-eibSo KLF5 
[0 0 0 61 

—If. RNA^^ (RNA interference, ^T, RNAii:J:^) {i, ^t*i-:^5V^T^6<J i: 

I^-OiS^J=S:^-r*-2js:^RNA*#Ai-'2> C: J: <5 > mmMU^<D^m*mm 

RNAiti, mxLfz-mmk*^s 2i-23^&<D9:^<D--^m.^kK'$^M^fitz^^. se® 
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2/ 



mP\^fL^^t^M.^^tiL. CltL^rshort interfering RNA (siRNA) h^feo'tt/w 

o siRNAOiS^Jt^6<jst^E^to5;^v«;;f-7&«*>;s, tl^-^iif&aiPPfy*^^:^ 

2#RB) o 
[0 0 0 7] 

(^l&^WfO tT^V- Z^:^i^mz •) > #5eOaHST-0«l©J Sri-S C 1 7&*-C # ^:;5-o 
i-;S> i i: >6-*T' ^ * i}^M.^^fz^fifZo ^:56^-C ^21~25:^»0 1 <^*«^m?P$IJ^:i::**l^ 

(#^#ffl=:fi:m8. 9> .1 0i5J;i>'i o 

10 0 0 81 

RNAi-Cfi. z::$:i|RNAti— 2^ilT>'^-fe>;z.RNAHJt-<> ^e*Jit<£^l'*ti-'i>%il^flJ^ 

A-e^<. y; ^-f Xtci t), ^rtf >«^t=SrM•t*-2^$IRNA'^>^ siRNAt 

Iwl^lcRNAi^Sr^i-dt^J^m-^^tLTv^;?, i.0fi^W?X1l^l S^W o 
RNAitiin vitroO-^'&^-f . in vivo^mt::i3V^T # < ^lE^ is i) . SObp^TOs 

7&*#'&$:}xTv^^o t^^. siRNA^'7'i7:;<.J3^>BirMrt$£#L/i^^i;> WM> 

^},zMi-:hsmh^m^^tzmknzm\^xiim^n^^ti:\^^o 

mWXm 1 1 il^<2rM^ 0 1 / 7 5 1 6 4 7 U h 

[i|fS^P:icm2l SlS-gr^^O 2/4 4 3 2 \ ^^^>yV y > 
l#W=:fcm3] Hl^^ZrgS^O 2/ 1 3 2 7 8 8 "7 V h 

HI^<ZrM^O 3/10 18 0 > "7 V 5' h 
V^^ffXmW -y-* • • • :4-nv:«;;W . 'Jr^ 1, 1; _ (The Jour 

nal of Biological Chemistry) , (^S) . 2001 11276%, ^37-^, 
p. 34355-34358 

{W^f?:ScM2\ A • yNM:J-ny- (Genome Biology) , ('f^V:^) , 2 0 

03^, ^4%, ^2-f-. p. 206 

[##ilP:fcm3l -^--^iU'-S/a > (Circulation) , (^S) , 2 0 0 0^, 1^ 
102%, ^20-t, p. 2528-2534 

W^^SCM^I ^-^iV-v'3:x. V-9--f- (Circulation Research) , (:J|eH 
), 1999^, ^85%, II 2-^, p. 182-191 

l##ft=:fcffi)t5l ;^'f^^--p<7''f->> (Nature Medicine) , (^itS) ,20 0 
2^, ^8^, p. 856-863 

>vX (Annals of the New York Academy of Scieces) , (^I^H) , 2 0 0 1 
947%, p. 56-66 

(Nature) , (-f ^U;^) , 1 9 9 8#. ^3 9 1%, 
^6669-^, p. 806-811 

m^W:$:ms] (Nature) , (-f ^'J ;^) . 2 0 0 1 ^. ^ 4 1 1 %, 

^6 8 3 6-i-, p. 494-498 

i^S^ffX^9] ' Vtfi-X • yi^x'f ^'J^ (Nature Reviews Genet 

ics) , (-f ^';>^) ,2 0 0 2#. ^3%, mi 0-t, p. 737-747 

I^#l^^iCiSlt.l 0] • -fe^W (Molecular Cell) , (^m) , 2 0 0 2^ 
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, ^10^, m3-^. p. 549-561 

lf¥^WXM. 11] ^-ff-^-wNM^-r^^^ny- (Nature Biotechnology) , ( ' 
^S) , 2 0 0 2^, m20m, ^5-t, p. 4 9 7 - 5 0 0 

m^ffXMl 2] ' (Molecular Cell) , (^1^11) . 2 0 0 2# 

.^10^, ^3 -t, p. 537-548 

m^Wf^X^l 31 T'o^z-r-f >i5^X - ■ ±=ya-r)V ■ TiJT^ - • 

. -ij-xf ac>vX . -^-f ■ Hf • K • :^T~V • :i--7* • U * (Proceeding 

s of the National Academy of Sciences of the United States of America) , ( 
%m) . 2 0 0 2^, ^99^, ^9-^, p. 6 0 4 7 -6 0 5 2 

[H^F^ff-ScWil 4] ^^"f-^ - ' Va^^^T-^ i^T. (Nature Genetics) , (J^m) , 
2002^. ^32^, ^1-^, p. 107-108 

5] :^-f • ns;- (Nature Biotechnology) , ( 

^il) , 2002^. ^20 jt. ^10-^, p. 1006-1010 

[0 0 0 91 

IM^ ^ ^^1- ^ /c J6 (T^^^l 
10 0 1 01 

^*>. :^mmiilikT<D (1) ~ (13) lC^-t-;5o 

(1) KLF5 imk(Dmm-r^i5-3omm<Dmmsxt^mmntnn&}^j:mn^'^^. klfs 

( 2 ) KLF5 mRNA:d*t: Yttiii-^^:^ (0¥U?5 mSHkX-^^. ( 1 ) lCfBf!4<^RNAo 

(3) RNAtJ^ KLF5 mRNA<D^^i-;|)15~30i^^c7)|E^J<7)|ft^ iOf^IE^J t^ffiffie^J'Srie^jO 

NA-e$)-5). (1) ^fct± (2) tCiamORNAo 

( 4 ) RNA7&«. KLF5 mRNA<7)S^i"* 15~30:^^<^@E^j75^ JS: -SRNAiS J: TO@B?iJ t ffl1«fl«J 
^j:W.W^h^j:^mki. ^ V-C^^J:^. 3' 1 ~ 6 1il<^ J? iJ' 
V:t^K*#iPL/c, ^7Vf >m5t*?^^i"'SFNA-e^i). (1) ttzii (2) IwlsmOR 
NAo 

[0 0 1 11 

( 5 ) &.T(r> (a) ~ (c) fb * * ^ S^^i^*KLF5^t^^=•<^^^=S:fflJfW1- *RNAo 

(a) @e?FiJ#-t2 ~160V^T^^*^1 ooK?iJ<OiI:fe<tTO@E^Jtffi^fi*I^ie^Jofl76*f5>5r 
* - 2^IIRNA<D fl^fl(Dm<D3' ^ 2 ~ 4 i@ (7) -^7 U V* ^ (± ^ v ^ ^ v >»vm ^ 

( b ) BS?iJ#-^ 2 ~16<^v^-f tL;5^ 1 ■oo@53?lj75> h * ;SRNA:fe i tr^iB5?iJ i:ffi?fifi<I^:IE^J:d^ 
P>^:;i>RNA=£r21i<7)'>'J v?;l/^=^5'^t3;t-t*;^^--9--RNA-eo^: r^ 3'^tC2~4'|@0 

( c ) sE^j#^ 2 ~ll<^v-■r^^5&> 1 oo@e^jco0:fe J: vmmntmnm^^mnmMHi^h^j: 

(6) (1) ~ (5) (^V^-ftL;6^i:^tCfa®<^RNA«:||31-r*'^^'^'-o 
[0 0 121 

(7) (1) - (5) <DV>-ftL*>l]Slw|Sm<0RNAi7^^(± (6) lwiBf40^^'^'-«r« 
ti^A-f * i i: H <t 0 ^ ^^fflUa'f OKLF5j6fe^(^^m=Sr^^1-*:^feo 

(8) (1) ~ (5) <D\i^-fff^nS^KUm<omiktti{i (6) t'ffim<^^i5' rS'-^^ffl^ 
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^-v: 4/ 



:tv>miftSMembia<5^^-C*'& (8) tw|5«tO:^i*o 
[0 0 13] 

(10) (1) ~ (5) (DV>-r;^^*-l]g^I|^^<^RNA*f^^i (6) irlSISO^^' ^ 

(11) (1) ~ (5) Ov^-ftL75-i:^t'IB®<^RNAt/c{i (6) tc|afc<^^i^ ^ -^r^ft- 
(12) (1) ~ (5) <D\.^iriii)^imi^%?,m<omktfzit (6) \zBm<o^^ i^-^^ 

(13) 'iivifiiir^^mTi^fiiifii^ii'fi:, mmm^ >^~^>'y3>^<D^!&i^tfz^i'^■'mxx- 
;^:h (12) lc|B«<^r&^tiSlt/cti^R*^o 

[0 0 141 

Wif«i-;i.ciii75-'-e§;5.o 2^i&§g<7)m^ 5ti±®m=^il^1-;s.^i^ iJ'-oig-^ir i 19. klfs 

[0 0 151 

1. KLF5«<£^<?5^^«:WftO-rSFNA 

2|s:f|B^<^RNA{i. KLF5 iiiRNA<^a^1-^l5~30i^*. Sft L< {il7~25:^*^ i L 
< lil9~23i^^OlS^J (IJlTiemt-t-?)) :i3 J: r>'^@E^J t ^SMfi^^Se^J (J'J.T^ +i^@2 
m'iii-^) ^-^"^s KLF5afE^-<^l&ia=Sr?PtlJi-^RNA-eife;2>o MAi:LTli. (a) IE 

■m<om {'^y:^m) ^a-c^wmmvom, (r^^-b^xm) :*-ib'5:^=:2f^mRNA(^-€-tL 

'e'tL(7)^<7)3'i®t- 1 ~6ia. SftL<{i2~4'li<?):3?^V:tf^F4r#j!]nL/c-^llRNA ( 
\>XT. icoi ^ (JENA'S: siRNAt i^) t?* o TKLF5atfS1^0^iI^Wt<ji"^RNA. 

(b) WMlii-^htj:;bmk^XxymnWMTi)>h^j:^mk^. 7.^-^-^'}-=t^i^\y^'f- 
K-eojfeg-, 3'^t::i~61@. $f ^ L < ti 2 ~ 4liO^ iJ' K=S:#iDL/i. ^TbT^ 
!»3t«-?^^i-'5>RNA (rnT^ i<^J: d5&RNA«rshRNAt J;^) -C^oT, KLFSilfic^ (75^31 
=S:^flJ-r^RNA*5^lf'bttSo C:ti.P><^RNAtr*5V>-r#J!3ni-*^ 1^^^ K(7):^^{ii^T^ 
TT=-y. vhv'^. ^5^. 7 v;KDV^-rtLt:"^> J; < . i/cRNA-CbDNAT-'i) J; v> 
75s. -^Uv^JV^ (U) ^ /s:{i7':^-^v'^^ (dT) 75«$f ^ Lv^o ^ /^X^--^— ^t" U 

V:^^K{i6~12J^3fe<ORNA7&«Sft L<^ -^-OS'^OSB^Jti 2-1^(^)0^^ LV^o :^ 
>^ i^^^ V<Dmt Lt:> UUCAAGAGAOge^J/i^'b^^RNA^^tf ^-1 tTj^T? 

[0 0 161 

S5m{i> KLF5 mRNAO5gM-t-'5)15~30^^<^e5^J. «FJ L< lil7~25i^^. i ^^^ft L 
< {il9~23m^<75l5^jT!'*)tv{f , v*-f*t<^@B^Jtr'fc iv^:**, J^T<^ (1) iw|Btt0^i£tr 
|£ti-L/cl9:^^<7?@£^J;ii«*'J>§ft Lv^o m±<7)«it«r*i-^RNAT'*or. KLFSitfK^O 

<^RNA{i , ±|aomit ORNA^KLFSit-fs^^^S^'fim LTV>;5>aflai-^AL TKLFSit^S 
^<0^3^=SriU^U. KLF5at^^<^f&m«:?PW-t*RNA«:S«^-f ^v::i:<t •JflJt^'C'^'&o 
[0 0 171 

(1) lem^TO 

^ffi^J«:fl5t»)mi-o fl)l«9mL:tiajiJ<^)(JC#*'Srth^L, GC-&S7&«20~80%. »^ b < tiSO 
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%~7o%. iiy)UtL<iiiO'-6o%(Dmmim.^mmi^^o 

[0 0 181 

ai^t'2>o KLF5 dmk<DU&vs^y\i<ommii> GenBai^mo^mwrnr-^^-^-d^hn^^ 

t-d^X'^^o m^if. v^j^KLFS cDNA(OBB^J{±GenBankS^#-^NM_009769 (iB?iJ#-^49 
) . t fKLF5 cDNAOia^Jt±GenBankS»#-^AF287272 (iB5?lI#-^50) "C. E^J1f#*«#e 

[0 0 19] 

(2) 2|s:^0^(^RNA<^lii^ 

(1) ■e^^.L7^^s^^Jx*x^^^ JiiiT<^i ^ i^LTRNA*iiMl-^^^^^'-e^;i>o mric 

(a) siRNAO:^^ 

H21®(^U^ 7t{idTtr#J!jPLfc@B^j36^'b^;5)ENA<^2 5jc<^RNA=SrPS&-r*o Cl<^ 2 3js:ORNA}± 

^^Clt;&«-C§*o *yJ:T>e:}-> (Ambion) tt> B^Jc/nM :t--iJ— tf;^^^M±. 
> (QIAGEN) tt^ (7) ^ - :^ - iC'fb^^^ =^ ^Hi" ^ i t i o it^'k^ t /c2v> {Z/tf 
lia^J'fclB^J^^tf 22|5:<7)RNA=^T--U fct::J: "9. le^iJXco^IiS J; If^gffiSam* 

(^^^i^ib '&;|.-:$:OTA<D-etL-PtL<^il<^3'^tw 2 1i<^US tz\t^l^i^lB L/cZ12|5:$lRNA* 
USS-T'&C: t5&*t?§;6o T--';:^^^li. 2:$:<7?RNA«rit^'5:>'-?>y 7 r -4'-C90~95t:-e 
1 -b^mmk. 45~60^ra;&4tr^zail * T'J^±p-r * t id i ^ C: t § S o 
[0 0 2 01 

^ ^'tf hn^^lcJ;;&RNA<^)Pii{i^ JjJ.T(^i ^ I- tT^T9 ^ i:**"e#;S>o ^T. (i) 
T7 RNA^U ^ 9-^f<^7'n^-^-Be>fij=|r>ti-SDNA(T7:7'9^ (ii) ffi^iSEW 

ffifi^J^SE^J^ftijnb/cSE^J^^-fSDNA. (iii) @fi^JX(7)U=S:Tll^x.s -?-<05'«tc:i± 21@ 
OA«r#i)nL> 3'^tc{iT77'7^ v-03'^®8:^*hffl^t6<J^:@fl^J^r#^^t7t@e?lJ^*1- 
[0 0 2 11 

n-:fy^-^-t (ii) <^DNAt ^T--;^$-*/c#:. DNA^i^ V ^ 7 --fe'R/Stc J: . 

mmkK-f:^^ \% hii fz-mmk^mmt lt. t7 rnaj^°u ^ ^--tf *fflv^;^c-f >'e > n 

^¥S:t5'£r^T^ ii:tc«t '9 s lfim<753'3glc 2'(i<^U75>^#iPL. S's^tcti'; -r-IB^J^*# 
^)^L/v:ia^J=S:^i-*RNAt'g'^i-'& c: -So l^#i::T7y9'f -r-fc (iii) coDNAi: 
^ffiv^r|Wi/|t<OSJS^^f^ 15. ffi1«ie^JX'(^3'i^iC2'|®OU;J»«#JjnLs 5'3Slwt± 
U - ^ - W.W^1M t ifi^J «r -5 RNA «r ^^lr i>^t i>^X h^o 
[0 0 2 21 

'5r@B^J=Sr-^tf 2 3js:<^RNA=SrT--;V$-^;2)o -?-om> T'lt ^ W i5' ^T--ir:fe J: 
2!s:$lRNA!if U jK;? VT --fe'lc J: 19 . l»M<D-:*:iIDNA^ J: Xf^mm^O^' 'I10<^ U - 
:J^-@B^J^^^Lr^*-t'&o #RNA||<^3'3S0 2^<^U{i^^=£:^lt1'lMtlJPU/ct 

^ o 

[0 0 2 31 

jil.±(^RjS{is -9-^ VV-9--siRNAf1^gi^'V b (Silencer • siRNA Construction Kits 

mint. dm^mm^^*)i\:^^^ir^^tii'-c^i>o ttir^i^^yn. b^^^^^-^- 
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10 0 2 4] 

(b) shRNA(7)J^>^ 

«:5^^i-^SNA{±. DNA'^^!^«-fflv*yt:>fk^'g-^JCJ:o-C|^S!iT?§So 2. JC^^iEi- 

RNA(i. mrtT-siRNAtl^^$ix;&o ^ -^mXVXmm.^X-^m^^fzm^ii. sh 

RNA<7)#?ii: (3) i,zf&mLtzmm.^<Dmx(7)^^i^iiyfm-^^^ . ^-^m^p^Ltzm 

10 0 2 5] 

(3) YLF5mi^'^(D^mnm 

(2) x-mnLfzsmktfziishmk^mxir:ho mmw 

ti. (1) <7)@5?ijX(Ol£tt-(^^b iitlt/cKLFS cDNAi: |^ ClitlM<^»=S:fflV^;5>o KLFSilfS 

. mk.\-i-^^:^m^mm^mmwc3wmi/2 (ATcc#-f- : ccL-226) . tM^M^rt^ 

. -e^flx-tf^J^U 7 j^^' > (Polyfect) Y y y:^y ct^^ 3 (^7ry^±M) . hyy 

7.y< y^y-J'^- (TransMessenger) b 9 7 ^ a :^ ^} :J'y h T ^ y 

(Oligofectamine) y ^ h u 'J juy^^) . V^y:^^V7S.y (Lipofectamin 

e) 2000 y\£yn^Jx.ynm) m^mmLX. i^^f><^^m^:RNASrm'g-L-C1t'&#S^ 

10 0 2 6] 

2|5:|§§§<DRNAt fzit2. -C^i&f SsiRNAHS^^ ^ - «r^A L/cm<^KLF5il<5^=-<7)f& 
^{i. RT-PCRt^i «9«l^-r^ii:76-*f§;2)o RNAt /ctisiRNAf^il'^i}' 
:B J:r>'#AL^>5^o/«:M^^^ilt:RNA?r^i^U^ ^(^RNAj&^fbcDNA^-g-^-t^o ^^L/ccD 
NA^i&MllUT. KLF5st<S^lcJ|#^fi<j>fcy7-f v-=^^V>ytPCR=Sr^TV^ KLF5 cDNAlcS^ 
•r^mmm<&<omi. 7:ffxn-7.y)V'^nm.WHZXoX^&-t^^tKX*), KLFS^tfe^ 
<^§|3^fi ^ il!l5fe-r ^ C i: § ^ o RNA t tis iRNA^^^^ i5^^-tSXt^)6^o fc^B&<^ 
KLF5jtf5i=-0|iimStJttScb-C. KLF5it^£i=-0%^a;&^^^^^-Ly^:m^C^AL/v:RNA*. K 

[0 0 2 7] 

C<DJ;:^KLxmiR^i%fz. KL?5mi^'^<D^m'^1^mi-^mkt LXit^ ie^J#-^2~l 

fL(Dm<D3'MliZ 2 m<D^V v^;V'^«:'f>fSnU/c~2|s:$IRNA«:*lf ^ CI t o ^RNAtiv 

^ 7. cDNA<^@B?!JtC3i^V>-Cigtt-$*t/c: (^>-C* *) . v «J7 7.KLF5ia<S^O^^«:WilJ-r * 
o ClO^*,^ l£^J#-^4^ 8*3 j:0^10OiB?ljJi-?-tL'?'tLV>;^i:li h<^)-rtt-rtL(^KLF5 m 
RNAtr^®i-;5.iS^jT»^);5)<^t?. IE^J#-t4^ 8 i3 J: rflO(^V^-f ttid^ 1 0(^@5^ijO$Ii3 J; 

i;^®iE>?ij }LimimtsiWm(om.i)-hi-i:^ -^^iirnacd ti-r tiosi cos* ^ h 2 is <^ -t^ u ;v 

^ o 

[0 0 2 8] 

( 1 ) OME^jXOlSttO ^ t H U/c* ;?>1!jMAOKLF5 cDNAt . ^Hl^SBcOKLFS c 
DNA'SriE^J<^*i|wIttlcmo'v^-r7 7-f ^ > h -f-S ^ t J: 19 . i|jt>aAT'^^$ tL^iiem 

^3^*W©J•r*RNA>6«^#lb:}^/^^'g-> mA<^@Hm^ i Xl^coiimmW (Dmi$l.^^fL^ 

& o 

[0 0 2 9] 

i?!J X. tf, ^ ;x.KLF5 cDNAOlE^iJ tc^-c? < i2^J#-^ 2 > 3 > 7 ^ 9 X mi(D\,^-ffli!)^ 

tbSE# 2004-3079242 
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^-V: 7/ 



> KLF5 cDNAt'i3V^TTOi"'2>Sa^J't^3b'&SB^J#-f-12~16<OV^-fn^^lo<^IB^ijOia 

[0 0 3 0] 

(1) -/^x? K^^^J'- 
WMMU^^MX-f^ ^ t It j; •? , SiJ3&l*l-Cl^RNA7&«M^$ ix. #A L/cJffl)l&-C<^KLF5m 

A§imffl^i> iS'-oyn^-iS'-OT«iLl'^ 1. -CM^^^v/^SE^JXis J;Z/-^co^a^@E^JX' 
('^•tL-rtLU{±T^c^^^li-;5>) =£r, 2'|@<73T«r5'^tl^i-*;^^--9--ifi^iJX-o:fe^\ S'j^ 
irRNA^';^7--lfni^'-$^-;J'-fc'5r*4~61@OT*^<b**Se^J«:^tfDNA {]>XT. KL 
F5 siRNAfflDNAi: iiJ) LTf^l^t^ CI ^:76^-e§ ;|,o ;^^--9--ie^J t LTf±. 2 

1i<7)T=£:5'^li:ti-'5> 6~12m^<7)@e^JWt L< . -Bnix-t^^ TTCAAGAGA^^tf ^ >r t*^'-e 

pSilencer 1.0-U6 (T > If :t VttS) ^ pSilencer 3.0 (TVtT^VttSi) x pSUPER 
C^a-i; rfj-^vfy (01 igoEngine) ttt^] x pSIREN-DNR CB D^nM :t -^J-^ J^^i^X • n 
yy- yi^ (BD Biosciences Clontech) ttSft] ^=Sr*lf ^ i i:5&«-e# 
[0 0 3 Ij 

±E<^KLF5 siRNAfflDNA^#XL-C<^mbyim^x.^t{'^-=S:#XL/cmT'{4. UG-/ 
n^-^->6>ibORNA5KV ^ ^--tflimiSlC J: 1. (1) lciB«L/cshENA75^*^^$ 
tL. :iOshRNA;6«Ml*IT:-5]iff^$ttTsiRNAlC^m$tt^o ^.^^^i^ ^ -<omm.^<Dm 
®'t<^ttJ^»^<7)^^' ^-<7)^A^;l^^lt. U >^:^;Vv'!7A^ (^gH^2-2270 
75) , V'K-7jii5">3 CProc. Natl. Acad. Sci. USA. 84. 7413 (1987)3 ^i:iJ: 19 

10 0 3 2 ] 

(2) 9- 

siRNAUm^^ ^'-t LT> l/\-u^y{ )V7s^^ ^-^Vyf-^^ )V7.^i/ Tr* 

"fe-e^^o iOio*'^^ JV^^^^^-^flJffiLfcsiENA^Uffl^^^ ^'-t LT. pSUPER. 
retro (^ =f > v Vtt^) > pSIREN-RetroQ (B D^nM ^^--^f-f -xv vX • ^^n>x-yi5' 
ttili) , CProc. Natl. Acad. Sci USA, 100, 1844 (2003); Nat. Genet., 33. 401 

(2003) ] KVm.(0^i^ ^'-^:if4r*lfSClii 75*t? § ^ o 
[0 0 3 3] 

i^-^mm L/^siRNA^^ffl^^ iS'-trJtlBfcTO^OKLFS siRNAfflDNA=£:ff 

$-\ir;Z)^ttt J: ^9^ amx.^^ iJ'-;**«t::^A$tL, 1. (1) IcfBmU/cshRNA^^^ 
C:<7)shRNA36^«P^T?^D6^^Stt-CKU!"5il{s^0^^^riJ|I$yi-*siRNAtC^i^$^ 

[0 0 3 4] 

3. KLF5itf5^0|§m'£r'PPfil-t-^RNA05plJ^ft 
( 1 ) KLFStc J: 0 ^:i:7&«mmb $ ti-* itfE^-<^fl^<^i^Pf« 

WiE# 2004-3079242 



Wm 2004-075115 



8/ 



SMemb> PDGF-A^ TGF-/ff, VEGFU •bT'^' PAI-1. Egr-l^OS^S^'Sr^tf S c: 

-So 

10 0 3 5] 

(2) KLF50M<^<¥p;W^ 

-CKLF5it<5i^<^§IMtlJ^-r^ii:^*-??i'5><^X% n y T "i? h -7 ^.(Oli^^/itt 
t^t±to>6^<b ^ V^KLF50^|gOli^ =^i-;S) t itm^^ i: ^ ^ » 
10 0 3 6] 

:$:^0^(^KLF5ilf5^^O^^^#M6*;t::iip®Ji-*RNA. ^ /c(iMA'Srl&^^^ jJ' - '^r 
^ i h I- J; >9 . KLF5i3 J: t>% KLF5>{>«fe¥ ^ fS'tt^kl- ^ Jt<5^ (D^M^mm ^ n> ¥ 

[0 0 3 7] 

10 0 3 8] 

10 0 3 9] 

ORNA t (iOTA =Sr l&mi" ^ ^ tJ' - =Sr x "Jilt <01^m I' ^^^i" S t:: ^ L T (i . 
®^J. tr^ffiiSm■:^ > V -^^-t.. J^f- V>v^75 >Eg®^m^ ^:^i5''V 3-;v^i3j;tf^^?L 

[0 0 4 0] 

m-mm 1 1 

[0 0 4 1] 
siRNAJC J: *KLF5®^S^<^l&31iipaiI 
(1) siRNA<^PSa 

KLF5jt^^<^#&m«'W«aT § siRNAOSe^J LT, v ;x.KLF5 cDNACOlB^J (GenBank 

ailiE#2 004-3079242 
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9/ 



S^*-^ : NM_009769, SB9!J#-^49) Hl^h. ( a ) AAT'Ji t f * 2m»OIE5?iJ. ( b ) GC 

(I2^J#-^49(D167~169#g<^iE^J) <t J)75:^3IJaJl±TS£<^, n- K^ilJ (@B^J#-^ 
167- 150711 iOSa^iJ) i*I<^@E^iJ-e. GC'^l:7i)«40~60%<^^><D^^&-<<^«^i-* i ^ 
L:^^o S«^Ly::iS>?!JOia3nj#-^49tCi3lt'i>BBJijO^S, GC-g-SSrli 1 ^i::^ L^io 
5ia3RI<^)5'5iOAA=£:I^V^yi:19^^<^ia^J<^T«:Ulc^x.^I5^JS:^iX'rnSB2?iJ#-t 1 ~1HC 

10 0 4 2] 

mi] 





WSM<D 


GC -^m 






siRNA 


AACATGAACGTCTTCCTCCCT 


537-556 


48% 


OAUuAALuULUUCLULLLUi 1 


1 T 


No. 1 


(10/21) 


AGGGA66AAGACGUUCAUGTT 


18 


AAATTTACCTGCCACTCTGCC 


1156-1176 


48% 


AUUUACCU6CCACUCU6CCUU 


19 


No. 2 


(10/21) 


GGCA6AGUGGCAGGUAMUUU 


20 


AAGGAGTAACCCGGATCTGGA 


1216-1236 


52% 
(11/21) 


GGAGUAACCCGGAUCUGGAUU 


21 


No. 3 


UCCAGAUCCGGGUUACUCCUU 


22 


AAAAGCTCACCTGAGGACTCA 


1303-1323 


48% 
(10/21) 


AAGCUCACCUGA6GACUCAUU 


23 


No. 4 


UGAGUCCUCAGGUGAGCUUUU 


24 


AATCCCCAGAC06TCCATGCC 


151-171 


62% 
(13/21) 


UCCCCAGACCGUCCAUGCCUU 


25 


No. 5 


G6CAUGGACGGUCUGGGGGUU 


26 


AACGCTGCGCCCACCCGCCTG 


1515-1535 


76% 
(16/21) 


CGCUGCGCCCACCCGCCUGUU 


27 


No. 6 


CAGGCGGGUGGGCGCAGCGUU 


28 


AAATG0AGAAGTATCT6ACCC 


405-425 


(9/21) 


AUuuAbAAbUAULUbALOLUU 




No. 7 


GGGUCA6AUACUUCUCCAUUU 


30 


AAAGTATAGACGAGACAGTGC 


463-483 


43% 
(9/21) 


AGUAUAGACGAGACAGUGCUU 


31 


No. 8 


GCACUQUCUCGUCUAUACUUU 


32 


AAACCAGACGGCAGTAATG6A 


874-894 


48% 
(10/21) 


ACCAGACGGCAGUAAUGGAUU 


33 


No. 9 


UCCAUUACUGCC6UCUGGCUU 


34 




AAGCTCAGAGCCTGGAAGTCC 


2048-2068 


57% 
(12/21) 


GCUCA6A6CCUG6AAGUCCUU 


35 




GGACUUCCAGGCUCUGAGCUU 


36 


No. 10 


AAGCCGTTCCAffTGCATGGTG 


1424-1444 


57% 
(12/21) 


GCC6UUCCA6UGCAUGGUGUU 


37 




CACCAU6CACUGGAACGGCUU 


38 


No. 11 
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tfz\idTmmLfzmmT(>^h^^nmm<o-:^mm. (HKT. -e-tL-etLsim no. i~no. 

llti^S?) *mT<7)J; 9 t^trliSliL/co siRNA No. l~No. ll-?-tt-rtL<^-b i 
X/T'y^'ty7.m<7)m^\^^10:lZ7FLtz (@5»-f-17~38) o siRNA No. Iti^ iB^J# 

-g-^L, T-~'J >^^$"^^^fct-J: »)fSS!iL/v:o siRNA No. 2~No. llti-^J-'f s 

iRNA-f^^^ y h (Silencer'^" siRNA Construction Kit> Ty^:^>^±M) i^^lMLfz^ 

yi^Y^^m^^^muLfzo Yum^W(7)mmi^wnzm^^^mm. 4i:f*5tv^-r 

A . -9-^ j^>'7.^5^^^ttt::'fb^'^^«:'KmL7^Co CNat. Genet.. 32. 107-108 

. 2002; ^m^Wfmm^m ^2oo2/oi32788-f-^ii*3 \zm<^^. wm^^^^is xmo(o 

WMTb^h^j:^. m^^mr )\^iJ y ^ ri^ -"^i (SEAP) it<5^<7)^3^$riJpflli-* SiRNA 
(JiJLT> SEAP-siRNAt -if^ W V^j'-siRNAf^ili^ y > *f»Jffl L/^'f > If h 

^iH; i iJli^L. tiy Yxi~)]/(OsmktLxm^^tzo 
10 0 4 31 
( 2 ) SiRNA i SKLF5jt1S^<^l§WM 

V 3 > (ATCC) > ATCC#-^ : CCL-226) 5r ^ :r.)Vhfz ^ 4X105'(gt^^^ J: ^ - 
•fV-Y (^--y^^tiSi) lCfl|jffiL7to 1.5 /ig(7) siRNA No. 2. No. 3^ No. 4^ No. 5 
. No. 6*3J:t;^SEAP-siRNA■?■tL-P^^^C, Mrt^Aft^^U 7 x ^ h (polyfectR. ^TY 
y^±m) 10 //L=^»Lt:?S-^L. ^7aT5~10^^^#L/ct^> ji;1'IC»L/^o 5% 
C02^^T37 'CT-48B#K)&»??72Nf^-< >'^ji.^- a > L, »^C-|■tt-r^^OsiRNA*^ 

[0 0 4 4] 

siRNAlc j;;5,KLF5itf5i^O%mWflJ{i. JJlTl^^i-RT-PCRlCi l9 5SMLf::o >'^i^ 

(QlAshredder. ^Tr^^tM)^^ iWRNAffliiffl^ hORN-f -y- (RNeasy^ ^ 
ryvttii) «rfflv^TRNA=Srm^L/co ^^tL3tRNA*> 30-50 ;«L<75?^ltffl7K C:^^^® 

±iB<^RNAM (RNA LO^/g^) 5Xi^«?^2. 5^^ U 0. Imol/L (D 
TT) 2.0/uU 20inmol/L dNTP (n>;/->^tti^) 1.0;<U 50//molA. 7 > T'^ W "V- ( 
S:S7t*^^1±m) 2.0;/U ^ ^T--^f|Ja#^J>^->'^•-T-■^f • y (SUPERase • in, 

Tyy£^y^m) i.0/«L^<tt/^>'^7-;^^ v y v (PowerScript) ^m^mn (^^y-r 

y^nn) 1.0//L=$:-^tfMl.0/i/g'£:?I^L, -g-ftlS^ Ltc^ ^ J: 9 aitfflTR^rin^/iK 
JB?#t£X% 42X:Tn.5B#P^^iSL/Co 5 XM«?0[i3 i t>'DTTi±^N''7 ^ V 7° hitfe^i^^ 

[0 0 4 5] 

iE^J#-f-41i5 J: tF420ia^iJ-?-tL-rtL76-(b 5^ ^ 2 2^0DNA=S-'fk^'&^ t> -etL-ft^-^^ J^K 

■7->£rffiV^7tPCRllJ: KLF5 cDNA75»e>ie?«J#-^49<^1268~1428#g(^ifi^Jt^'li^1-*16 
ibpoKrH-^^ifPi^tLSo 
10 0 4 6) 

10XPCR?^SrTi^2.5//U 2. 5mmol/L dNTP {XJ y 2.0//U 5;u niol/L7 * 7 - Kt" 
9'fv-2.0;/U 5/imol/LV^^-X-/7'f v-2.0;uU sJ^ h >^ - ^ (HotStarTaq 
) dMy^V^y-"^ {^Tr>nm. 5#fi//£L) 0.125//U 18S rRNA^^fitJ^^ C 
:^ * (QuantumRNA) 7 e/ y 18Sl*|g|5^m. T > If ^ V'^IM] 2^ U ^MfflTKl 

3.375//U cDNA 1.0//L7&>(b ^^25 ;u LOPCR^ED^t^^rUM L. 95*0-^5^^5^^^:, mm. 
mAX^-^SQ^^m. T^-U >'^^53t:-t?30^^^^, #SJS:jS72t:-C40^3?W<^RJSSr 1^^ 
tLX. 28-9--f i^^K^PCR^r^ifet, -eof^72'Ct?10^ra'^#L/v:o lOXPCR ^«fRt±'J^ 
y f j^^-^r y ^DNA^'J 7-'»ft::#Ji(^^><^=S:'l^fflL/co R)©^<^^fK<^0.8%T :«rn 
-;^y;vm^i^lfei^J: 19, KLF5 inRNAtrS5^i-SJiillimi^(161bp) t^tii siRNA^rSA 

miE# 2004-3079242 
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^-^j: 11/ 



(488bp) ^M\f^tZo HI 1 H^-t-i ^ 3 > h n-;K7)SEAP-siRNA-C-{±KLF5itfe^ 
c7)%3^O^^PfeIJ5&m'b^^^:V>(:0H*^L^ KLF5it<5^tC#m6*)'5r> siRNA No. 2. No. 3> No. 
4. No. 5i5J;t>*No. 6ii. KLF5S{5^0%3^«rWlM-t'2> ^1 ^T&^itS^T-^/^ro ^Xi>. siRNA 
No. 3^il>*siRNA No. 4li3K < KLFSsfiiS^Ofia^jiPflJ tyiio 

10 0 4 7] 

KLF5ilfe^tc#^6<J^:siRNAfc LT. siRNA No. 1^ No. 4. No. 7> No. 8^ No. 9> No. 
lOiSit^^o. ll=^fflV^T. ±titmmiiZLX. C3H/10Tl/2^fla-^OsiRNAO^Xt. RT-PC 
Rti X ^¥LF5mi:^(0^^(Omm^n'ofzo m 2 ir^l- X^i,Z^ 3 > > n -;K^SEAP-siRN 
A-ei±KLF5«te^O|&m<^^ftll*«.i.'btl*V^(^H*tL. KLF5jt^?-lC#^fi<J55:. siRNA No. 
4> No. 7> No. 8s No. 9. No. 10*3 J: m^o. KLF5itf5^<0||^=S:»Ji-^ Cl 1 75* 

^mX'^tZo siRNA No. 4, siRNA No. 7. siRNA No. 9*3 J: siRNA No. 10(±^ 

< ¥LF5MiK^<D^^ i mm L fz o KLFSSfS^ KS^m&JX ^&izi,^-i)-t>h-r. s iRNA No. 

immm 2 1 

[0 0 4 81 

KLF5*<s^^ii#^6<]'fesiRNAlC J: ^ , KLF5tC J: ^^7()-*flltt'fk$ tL*ilfEi^<7)%^(^PPM 
(1) PDGF-Ajt^5i=-<^|&3^<^3qiM 

KLF5it<K?-l'J|^^fi<J'5:siRNAi: LT, siRNA No. U No. 4. No. 7. No. 8. No. 9, No. 
10 j3 J: ZMo. 11 S:C3H/10Tl/2^fflBa'^*A L. RT-PCRIC J; «9 . KLFSlw J: ^ m^Hs^^^it $ 
^SfS^^-C'* ^PDGF-Aitig^(0|&m(^^»*f =S:^To tzo 
[0 0 4 91 

HM^^ai (2) fc|^*!fei'L-C> siRNAOC3H/10Tl/2^J5&-^O^X. cDNA<^f||S=Sr1f o/c 
o l£^iJ#-^43i3it>*440iS^!];&^ib*'?) 2:*:ODNA^'fk^'^^L. -etL-r^xPDGF-AatfS^^^ 

^^tzVCRizX PDGF-A cmki)^hA0Zhv)<7)m)^f)mm^M o PDGF-Aatf5i^#M6<J^ 7 

-i3J;^>'';/^*-;=5.7'9-r■v-co'ft^^) t'fflv^T. ^i&^ji (2) <7)KLF5itf£?-<^i&3^JS^ 

tmmzLX. PDGF-Ait{S^=-0|&^=^^tfb^Co /i7t'LPCR{i> PCRE)Sv#|g[=Sr95X:-ei5^3- 

. 'm%^W}iil%T:ffx3-:^y}VX^ofZo 
[0 0 5 01 

11 3 tr^i" iot's n>hn - ;K7)SEAP-siRNAt?{iPDGF-Ajt'f5^ <7?limoWlflJ*^.i. h fi 
^v^<^tc*^L. KLF5afs^-tc#M6*J^:. siRNA No. 4. No. 7. No. S. No. 9. No. 10*3 J; 

^^tamUX^tZo <^Xii. siRNA No. 4> siRNA No. 7> siRNA No. 9*5 i If siRNA No. 

lOtiSi < PDGF-Aitf5i^(7)^^^^$iJ L/Co KLF5sliE^tc#^6<jT?^;S iz i> ii^ij-tih-f. s 
iRNA No, lX\tnUW^hixts:i)^^fZo 
[0 0 5 11 

(2) SMembjtf5T(7>^^<OWflJ 

KLF5jtte^ll#^a<J=5:siRNAt tT. siRNA No. K No. 4> No. 7^ No. No. 9s No. 
10:fe i l>'No. 11 SrC3H/10Tl/2fflfla'^SA Ls RT-PCRtC X ^ > KLF5(C X V) ^.^ij^^m^ $ tt 

[0 0 5 21 

^i&^l (2) t^mz\^X. siRNA<7)C3H/10Tl/2»^O^Xs c\m<Dm^^"^^fz 
o ie^J#-^45*5iyf4660@B^j36^'b^'5) 2 2ts:<^DNA«r'fk^'^^Ls -ett-rtLSMembi&fe^#^ 

/cPCRtC i 19 > SMemb cDNA*^ h 235bpO»f>T-***i"l'i ^ tL^S. o SMembit{5^#MKJ ^-7*7- 
Ky^'f v-:feJ:Ufi;/N--y^:/7-f -r-Sr, KLF5ifi<E^#^6<J3Sr7 * 7- KT^^-f v-*3 

ffilEi^ 2004-3079242 



#M 2004-075115 
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RID*: ^'^vt L^ 26-9--^ ^;v|li&t^ '?-O^72X:-ei059>P^iS#-t'S>^#"eff v>> m 
[0 0 5 31 

H 4 ir^-r J; ^ I', n > h n-;K^SEAP-siRNAT'{iSMembil{5i^60^3S«7)jqjftiJ^«^ibtL 
5&v^OtlMU. KLF5ilfSi^i::i^^fi*J'5:> siRNA No. 4^ No. 7. No. 8. No. 9^ No. lOiSJ: 

Sii:7&«5iM-e§/^o sIRNANo. 4. SiRNA No. 7> siRNA No. 9i3 J: l>'siRNA No. 

lOam < SMembilf5i=-<^^il^W^J LfZo KLF5it1S^tc!|f M6<j-C* ^ ^) i}^i)^i:>hir. si 
RNA No. lt?^±^^PtlJ;i)«<;?^^b^^^;;&*o;/io 
10 0 5 4] 

( 3 ) KLF5at<£^#mfi<J s iRNAl' J: ^ at<E^IIS<^WflI 

KLF5st<K^=-lC!ff ^fi<j^:siRNAH J: -l>a^5i=-<^l&m<^^^P^lJ*^ KLFSSfS^fe J: tMCLFSt^ i 
19 te^>6^i&'l4<l:$ tL^it^S^tl^Mfi^JT-ab-S) i i: KLF5jtf5^^tC#Mfi<j'S: SiRNA =S:C3H/1 
OTl/2,fffl)3a'\^A RT-PCRtc i »9 iflLmiD^H^ (SRF) m^R^fO^^^m^-^ ^ i i: J: 
19 ^ =^iEL/co SRF^<S^i±¥t&^«-e#-<^ai-'&te¥H^<^iHS^-eab«9, KLFStc 

[0 0 5 51 

KLF5jti5^t-#M6<J^siRNAi: LT. siRNA No. Is No. 4. No. 7> No. 9i3J;mjo. 10 
^m^^X. ^-mmi (2) siRNA*rC3H/10Tl/2M-^SAL3t^> RT-PGR 

LfZo :ii^h<D•:r^y('7-^m\^^fz?CmzX^. SRF cDNA/5^^519bp<7)if>T->&51iiIil$ tt-So 
SRFil^5^#*fi*I5fc-7;i-7- yfy^-7-isXXf')/'i~7.-yy^'7-^^ KLF5a{5^#M 

i7)YL?5AiT:=^(D^^m^tmm.izi,x. s^Mi^i^(D^m^m^Lfzo titz i.?cm. pgr 

R)SM*95'C-ei5^K^^^t^. ^^1494'C-x:'30#K. 7 V > ir53X:X30m^. #ft 
;S:iS72'C X'40I3?F^ >6> lb ^5: * RJS i l^^ i^}^tL. 26-9- ;v Hit L > -e <7)t^72t: "C 10:9- 
F^^^f -t * #^#T?^f m^^ilJtil. 2% T n -j^ y;u-e^To /io 
[0 0 5 61 

El 5 tr^-rj; ^ t;. KLFSit-fSTt'^^fi^J^s SiRNA No. Is siRNA No. 4^ No. 7, No. 9 
^amo. lO^TtliSV^-C, 3> h n-;K7)SEAP-siRNAt|WI^frws SRFjt{5^-<^l&^0^ 
mi)^^hfi^j:7l)^<>fZo VtiiS^oX. KLF5jtf5?-l^#M6<J*siRNAli, Jt^^ 

^0^^^#m«J tw^piWi- ^ C: t /b i: o 
[HM^ 3 1 

[0 0 5 71 
siRNAtc J: ^ li hKLF5ai<S^Ol&3^«l$0 

1 T-'f^iaL/v: siRNA No. 4{i, -r-^;^ KLF5 cDNA<7):^*iEJ!J (ie?l)#-f-49) <^130 
3~1323#B<^iE^J (AAAAGCTGAGCTGAGGAGTGA) t i: L/isiRNAT'2b "5 ^ C3H/10Tl/2iB 
flaiCi3V^T-7^;;?.OKLF5itfSi^(0|&^^M< WJL/Co L^&^Ls AAAAGCTCACCTGAGGA 
CTCA <^@B??!I(±, H bKLFB cDNAOi^^lB^J (ie^J#-^50) <^1481~1501#B 
fciC). siRNA No. 4{±T'i';^7«ltlr^ < H b <7)KLF53t'fE^=-<^5l^'i>»Ji"'5> ^ 
tL;2.o iai.T<^J:^ tCfC. siRNA No. 47&«li MCLF5it^?-<^^^^>3i < ^tO«r-r* ^ 

[0 0 5 81 

t h $V>5^#mjfiiWF«3^«Blia (HUVEC. A¥^3te : =^i^m> M^u^^ : CC-2517) =Sr^3 
xlO^litsSrS J:-9t::6 cmf'fyva tcMt/^o 200 pmoK^siRNA No. 
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MLtZo 5% C02^^T37 *C-e24^ra>f > + :i^-->3 :/L^ «tw-g-*L-|'tLOsiRNASr 
10 0 5 91 

UMiRii (2) KtmLfzi;mtmzi5^x-. mm-hmk^^mi^. 's.T-?cs.K^:h}^ 

/N'-XT'^^v-fcLTti. HM^^ 1 T-ffl v> /i@2^J#-f-41 J: t/42-|- fi^M mn H^hta 
^mk^m^^fzo C^'boy^'f v-=&fflv^^cPCRt- J: t?^ t bKLFS cDNA**(bSB^J#-§-50 
O1446~1606#B (Oifi^J tziiS^i-^ 161bp<^»f>i-75«*iiiii$ o Rtc:>t^<^?#TSi<^0. 8% T 
n-;^«>5^;vm5C^ij!)t' i 19 ^ KLF5 mRNAtift^-T^SiiililSJ^deibp) siRNA=SrS 
X\^ti:i)--ofzmW^<Dm^mM<Dmh^m\^fZo rt^^StL-r. ISS rRNAlcS^-t^&lt 
iIilMfe (488bp) ^ffiv^co Hie ic^-r J; 9 n h n-;K^SEAP-siRNA-e{iKLF5itiE 
T-<^l&^0«lffi»J*«l.^tL%V^<^lC*tL, KLF5S<5i=-tC#Mfi<J«:> siRNA No. 4J±, t: h $ 
v^^j£a.Wl*I^mOKLF55i{5T-<0^^=^WJUt:v^fCo L/i:*«oT, siRNA No. 4{i-r'i7 
>^ <^KLF5afE^/iltT?5S: < . t: h OKLF5atfE^^<^^m^) 3^ < WlfHt' ^^^Lb tmU^Mz 

o 

[0 0 6 01 

^ 2 ^ ic , %mm IT' v ^ KLF5at<ET<0|&3^ jipfij L s iRNA No. 2 ~4:fe J: If 7 ~ 11 
irioV^-C, ^ft<7)^) i:lCL/>:v<>7.KLF5 cDNAJi02im»<7)ie^iJ:fe J: U^@e^J#^49t;i3tt 
;S>-?-<7)fiCMt. K-7'^j?.IB^JtrMiSi-^li hcDNA±c021:^&OS£^iJ^ ie^iJ#-^50Hi3tt* 
-?-<^^«. ^li Mfi^J;6^ib5'^OAA=S:^v^fcRNAcOia^J=Sr^i-lE?!j#-^«r^LfCo Jfeis, s 
iRNA No. Sisitfett, W^'-\'W$L(OWm^iih\z\^X\i^:btitb. n hSB^Jli 

^$>5r;5-o/^o ^fih(0\^ YWM^ ^ t\,Z\^fz~mmk^ ^ M(LF5af5i^O^^?r3ipftlJ 
1"^ ii^x-ibn-So ^:fo\ SiRNA No. 4. Sisil/lOJi. MJ^^-f VW.'^W'^ ^ :^W.nt 
^<(5]D-r'*i9. SiRNA No. 8i3J:moi±. siRNA No. 4i:IWI^H. ;^KLF5a^Ki=-/c^j■ 
•X?^: < H hKLF5it^^Ofia«r?|I«lJt-* i:#x. "btt/io 
10 0 6 11 
1^21 



SiRNA 


ve7>lKLF5 cDNA 


t b KLF5 cDNA 


mn 






&M 




No. 2 


AAATTTACCTGCCACTCTGCC 


1156-1176 


AAAnTACCCACCACCCTGCC 


1334-1354 


12 


No. 3 


AAGGAGTAACCCGGATCTGGA 


1216-1236 


AAGGAGTAACCCCGATTTGGA 


1394-1414 


13 


No. 4 


AAAA6CTCACCTGAG6ACTCA 


1303-1323 


AAAAGCTCACCTGAGGACTCA 


1481-1501 


4 


No. 7 


AAATGGA6AAGTATCTGACCC 


405-425 


AAATGGAGAAGTATCTGACAC 


583-603 


14 


No. 8 


AAA6TATAGAC6AGACAGTGC 


463-483 


AAAGTATAGACGAGACAGTGC 


641-661 


8 


No. 9 


AAACCAGAC6GCAGTAATG6A 


874-894 


AAATCAGACAGCAGCAATGGA 


1040-1060 


15 


No. 10 


AAGCTCAGAGCCTGGAAGTCC 


2048-2068 


AAGCTCAGAGCCTGGAAGTCC 


1226-1246 


10 


No. 11 


AAGCCGnCCAGTGCATGGTG 


1424-1444 


AAGCCCTTCCAGTGCGGGGTG 


1602-1622 


16 
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[0 0 6 2] 

KLF5jtf5T-0^m^WJ-r'5>siRNA No. 4<^. Jfillrl*IJ&,m(75^^tr*t1-;2. Pl*t . Jil 
ell Biol., 147, 1073 (1999); Becton, Dickinson and Company, Technical Bulletin 4 

29 (1998)] i,zxy)m^fzo 

[0 0 6 31 

11 h ^v>^ihMJflLlfrt&M (HUVEC^ A^5fc : =^m.m. m^Sh^-^ : CC-2517) 4r*^3 
Xl0^mt^j:ib cmr^-y-y^ (=i-r:>^ft) icJtat/co siRNA No. 4i3J:tJf3 

y b n-;VOSEAP-siRNA-?-fLW200 pmoU' 10// 1*1^X1*11 (U ^J^^ tJ' ^ 5 ^^2 
000, ^'if hn>^:c>ttili) ^^Jp. m-^L^ MT20:S'^ :/^i^-v3 >'L7t^^. 
^Si^r^ 7 VAtli^*nL/c6 5% C02^F^T37'C-ei88#K-f >dri^-V3 1^ siRN 

[0 0 6 4] 

siRNA#Am'Sr?5fe^t^> 5// g/mLO^fffl^feffl^^-fem (r^/ AM. IWItl^b^ 

i±m) ■c^sa=^^^<iaL^co nhfifzmtft^^mma. v^j^fy^x-mmimim. 

m8tS5X105<@/inLtC^:^<to l::jliLl=rt&Mffl»«l^^ (EBM-2. H^^^tt^) 

fim^ y^- my 7 )i^=iy) ^24'>i;i'-b;v*;v^-Y-'i' ^^y-- hflayv- V (bD7 
r;v=i>') W>}#it/^m. ^ ^'-^f- biPJJl3{±^MMB&(7)M^m00//L^. 24-!7^;v 
V - M8IJ lilO ng/inL<^ H h VEGF (RT>KDi/;^-rA XttiS) ^-^^-T * Iflllf I*IJ&a 
B&ffliim^^ (^1^5' h^-;/ hEGM-2> =±mMm 600A/L«r-etL-r«in L/Co 
[0 0 6 5] 

^^mw^m-^mmi^ ^rf^^Ltzo nhfitzmm-h. mm^yy y (scion im 

age, ScionttM) ^fflv^T. ^^^HM^ftM L/Co Ei 7 IC^i" J; ^ IC. 3;^hn-;vo 
SEAP-siRNA^Jtt^LT, KLFSa-fS^^^^KF^siRNA No. 4*SAL/cJflLlfrtifem-C{i. 

i ga^-e § ^ ^ t $ fifz o 

[*Mf!l5] 
[0 0 6 6] 

KLF5st<5i^<7)%m=^ifp^J-t^siRNA<?)-f > e;K-e<7)JflLWfr^ia*^m 
KLF5a{5^-<^l&m^WJi-^siRNA No. 40^ > li'^^'T'c^lflLWff^PfiW^^&r^^Sr. mTtr 

^■f i ^ b U (Matrigel) 'SrfflV^fcT •i'-fe^ CProc. Natl. Acad. Sci. USA, 94 

, 13612 (1997); J. Biol. Chem. , 277. 6667] KX^M^tZo 
[0 0 6 7] 

V h ij h y (BD ^'^^ t"^^ :i.y ^U) 0.5 mL (5 

mgl:) K-^yy^WQF CR T >• KD vJ^x (R&D Systems Inc.) iJ^n^^^ 
493-MV3 0.6/ug, y ^yM.&'&.mmtmmmU.Wi- (bFGF> RT> KD'>X-rAXttSax 
^ n ^^#-^133-FB) 0.6 ;i g*5 J: O^siRNA No.4 10 fi g«:Jnx., Tk-iT-e^ -r > ^^t- 
i i^rl^t-rPimL/io n > h n-jvt LT. siRNA No. 40ftt) »5 USEAP-siRNA^rffl 

7t -7 h 'J y)vm^m i> t />: o l 7t h u '>';vfi^2^ ^ 6 ^s^^o x <^c57bl/6-7 

U/w-v h 'jy;w«:PBST?l HtJfe^t, 10%* JVA TJVT'li K-PBS^fK-e@3gL^o ®JgU 
[0 0 6 8] 

^(Df^^. 3> hn-;i/(;0SEAP-siRNA^Snx./c^ v h U Lfc 

VEGF;feiUn)FGFHS:ii&L-C, #^<^JliLlr F^^ttd^jST^LT, h 'J y;n*ilcgii L-Cv> 
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i><DKML. siRNA No.4«:tinx./cv h U h V y;i/rt'^<^JfiLlfrt&^)ia<^Sil** 

[0 0 6 9] 

@B^Jl=-i-17- SiRNA No. 1 'ty:^m 
@fi^ii#-i-18-siRNA No. 1 T^^-tVX^I 
@S^J#-^19-siRNA No. 2 -b^T^II 

@s?iJ#-t20-siRNA No. 2 ry^^>:^m. 

S5?!l##21- SiRNA No. 3 ■b>';«>m 
@£^ij##22- SiRNA No. 3 T^f--b>;^II 
@£^J#-^23-siRNA No. 4 t^MA 
iB^J#-^24- SiRNA No. 4 T^-f-fe^;^^ 
@S^J#-^25- SiRNA No. 5 ■b>';^|ft 
SB^J#-^26-siRNA No. 5 T>^-fev;^^ 
@E?iJ#-^27- SiRNA No. 6 "tyMM. 
@a^J#-^28-siRNA No. 6 T>'f"-t>:^^ 
iE?iJ#-^29-siRNA No. 7 
iE^J#-^30-siRNA No. 7 T>'^^y:^m. 
@fi^J#-i-31- SiRNA No. 8 t^MM. 
@B?iJ#-^32-siRNA No. 8 Ty^'tyMM. 
iB^J#-f-33- SiRNA No. 9 -tv;^!! 
■•SB^J#-^34- SiRNA No. 9 Ty^'f^y^m 
ie^J#-i-35-siRNA No. 10 "tyMA 
@£^J#-t36- SiRNA No. 10 Ty^'tyT.m. 
BB^J#-^37-siRNA No. 11 -feV;^^ 

@B^J#-^38-siRNA No. 12 Ty^-ty7,0, 

ia^J#-^39-siRNA-SEAP -bv:^!! 

ia^J#-^40-siRNA-SEAP T>^-t>X^ 

SS^J#-i-41-KLF5at<Si^#^e<J-7 *V-V:f9^-^- 

iB^J*-i-42-KLF5it<5^#^6<J 'J ^ - 

IB^J#-^43-PDGF-Aslf5^#M6<J-7 ;}-'7-K'/^-f-7- 

iB^J#-^44-PDGF-Aat{E^i^^fi<1 1; /n'- ;^ 7 - 

@£^J#-t45 - SMembit{E^#M 6<J-7^7-Fy7-f"7- 

BB^J#-^46-SMembjl<Ei^!|#Me<I U X ^ 9 'f v - 

ie^J#-^47-SRFit<K^#^fi*J V;j-7-K7'7^v- 

ie^j#-^48-SRFiifs^=-#^6<j u ;^ y 7 ^ "7 - 

[0 0 7 01 

[ml KLF5a<S^=-#^6*I^siRNAH J:^KLF53t<5i=-<7)fimmiJ?r^-ro 100 
siRNA=Sr^AL35:>^l*oyc,WS&^ SEAP-siRNA. siRNA No. 2. siRNA No. 3 
> SiRNA No. 4. siRNA No. 5. siRNA No. 6i: ^fi'^i^MXl^fzm^^'C<7>?CRK X 
JeT?, KLF5J4. KLF5 imh^^(DmmM<&> 18S{4> 18S rRNAS5^<^JiipSig!^<^te® «: 

im 2 1 KLF5ilfS^^#^fi^=fesiRNAlI i i¥lI5Mii:^(r>^^^m^7^-ro ici)^^. 100 
siRNA^:SAt^:;6>o;AcM, SEAP-siRNA. siRNA No. 7. siRNA No. 8 
^ siRNA No. 9, siRNA No. 10. siRNA No. 11, siRNA No. 4, siRNA No. iSr-^-tL-T 
tL^At^jBBJ3&-C<^PCRtC ii&iffljg-e, KLF5»4, KLF5 mmkm^(om^M%. 18Sii, 1 
as rRNAS5fc(0iii|(Mjg!^<^&e«:^-to 
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00bp-7-?!7-. siRNA=SrliAL^::d-o/v:m> SEAP-siRNA. siKM No. 7. siRNA No. 
8^ siRNA No. 9> siRNA No. 10, siRNA No. 11. siRNA No. 4. siRNA No^ l^-^tL-F 
fimXLfzm^X-<D?mzX^m^X-. PDGF-At±, PDGF-A mRNAS*(7)ti1'S^!^, 18S 

l±, IBS rRNAS3fc<^li*§]^tJ<^feE=£r^-to 

1114 1 KLF5it{s^#Me*J^siRNAl' J:;S)SMembia{S?-<^%^PP*IJ=^7r:i"o ^E^i^'b, 10 
siRNA$rSAL^:*^of^,«. SEAP-siRNA. siRNA No. 7, siRNA No. 8 
. siRNA No. 9. siRNA No. 10. siRNA No. 11. siRNA No. 4> siRNA No. li-tfi-^r 
fLmXLtzmik'^(0?CRI,ZX^m]^'C> SMembfi. SMemb mRNAS*<^liiPl]gt». 18S{± 
. 18S rmi&^<Dm^^M(l^<^iiW.i:^-to 

m 5 ] KLF5st<5?-«^^e<J=S:siRNAiiSRFilf5^0|§]^i±^$IJ t^v^i i: ^t^^-To 

siRNA«:SAL'5r5&^o7t,faBa. SEAP-siRNA. siRNA No. 1. siRNA No. 4. siRNA N 
o. 7. SiRNA No. 9> siRNA No. 10*-etL-p:}x*A L/^»-^OPCRtC J: S^^-C. SR 
F{±. SRF ^k^^<r>n^MMs. i8Sfi. 18S rmk^^(r>^^M'^(r>^W.^-^'to 
Iiael SiRNA No. 4t' J:^li M(LF5itf5^0f§?lWJ^^i-o lOObp-^-:* 

siRNA>^*AL^75-o7t,^S&> SEAP-siRNA. is J: siRNA No. ^^^M'ftmXX^ 
/c»-e<^PCRl::i;-&iiy^-e. KLFt±. KLF5 rmk^^(DmUMm. 18S{±. 18S rRNAfi 

[117] SiRNA No. A\z i: hMMP^&M^<Dmn<r>m.%^-^-^o ^ftll{±B#^ (B#^) 
. m.m^T&^\^fzmmMX-. ^(isiRNANo. A-^mXX^fzmm,. l2g:^tiSEAP-siRNA«: 
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SEQUENCE LISTING 

<110> Nagai, Ryozo; Manabe, Ichiro; Kyowa Hakko Kogyo Co. , Ltd. 

<120> RNAs which inhibit KLF5 gene expression 

<130> H16-0184S3 

<150> JP 2003-202863 
<151> 2003-07-29 

<160> 50 

<170> Patentin version 3.1 

<210> 1 

<211> 19 

<212> RNA 

<213> Mus musculus 

<220> 

<223> Inventor: Nagai, Ryozo; Manabe, Ichiro; Ishihara, Atsushi; 
Inventor: Tot tori, Tsuneaki 

<400> 1 

caugaacguc uuccucccu 



<210> 2 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 2 

auuuaccugc cacucugcc 



<210> 3 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 3 

ggaguaaccc ggaucugga 



<210> 4 
<211> 19 
<212> RNA 
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<213> Mus musculus 

<400> 4 

aagcucaccu gaggacuca 1^ 



<210> 5 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 5 

uccccagacc guccaugcc 



<210> 6 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 6 

cgcugcgccc acccgccug 



<210> 7 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 7 

auggagaagu aucugaccc 



<210> 8 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 8 

aguauagacg agacagugc 



<210> 9 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 9 

accagacggc aguaaugga 19 

ttifE#2 004-3079242 
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<210> 10 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 10 

gcucagagcc uggaagucc 19 



<210> 11 

<211> 19 

<212> RNA 

<213> Mus musculus 

<400> 11 

gccguuccag ugcauggug 19 



<210> 12 

<211> 19 

<212> RNA 

<213> Homo sapiens 

<400> 12 

auuuacccac cacccugcc 19 



<210> 13 

<211> 19 

<212> RNA 

<213> Homo sapiens 

<400> 13 

ggaguaaccc cgauuugga 19 



<210> 14 

<211> 19 

<212> RNA 

<213> Homo sapiens 

<400> 14 

auggagziagu aucugacac 19 



<210> 15 

<211> 19 

<212> RNA 

<213> Homo sapiens 
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<400> 15 

aucagacagc agcaaugga 

<210> 16 

<211> 19 

<212> RNA 

<213> Homo sapiens 

<400> 16 

gcccuuccag ugcggggug 



<210> 17 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 1 sense strand 
<220> 

<221> misc_feature 

<222> (20).. (21) 

<223> DNA 

<400> 17 

caugaacguc uuccucccut t 



<210> 18 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 1 ant i sense strand 
<220> 

<221> misc_feature 

<222> (20) . . (21) 

<223> DNA 

<400> 18 

agggaggaag acguucaugt t 



<210> 19 
<211> 21 
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<212> RNA 
<213> Artificial 

<220> 

<223> siRNA No. 2 sense strand 
<400> 19 

auuuaccugc cacucugccu u 



<210> 20 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 2 ant i sense strand 

<400> 20 

ggcagagugg cagguaaauu u 21 



<210> 21 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 3 sense strand 

<400> 21 

ggaguaaccc ggaucuggau u 



<210> 22 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA #3 ant i sense strand 

<400> 22 

uccagauccg gguuacuccu u 21 



<210> 23 
<211> 21 
<212> RNA 
<213> Artificial 
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<220> 

<223> siRNA No. 4 sense strand 
<400> 23 

aagcucaccu gaggacucau u 



<210> 24 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 4 ant i sense strand 

<400> 24 

ugaguccuca ggugagcuuu u 



<210> 25 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 5 sense strand 

<400> 25 

uccccagacc guccaugccu u 



<210> 26 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 5 antisense strand 

<400> 26 

ggcauggacg gucugggggu u 



<210> 27 

<211> 21 

<212> RNA 

<213> Artificial 



<220> 
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<223> siRNA No. 6 sense strand 

<400> 27 

cgcugcgccc acccgccugu u 



<210> 28 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 6 ant i sense strand 

<400> 28 

ca^cgggug ggcgcagcgu u 



<210> 29 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 7 sense strand 

<400> 29 

auggagaagu aucugacccu u 



<210> 30 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 7 ant i sense strand 

<400> 30 

gggucagaua cuucuccauu u 



<210> 31 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 8 sense strand 
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<400> 31 

aguauagacg agacagugcu u 



<210> 32 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 8 ant i sense strand 

<400> 32 

gcacugucuc gucuauacuu u 



<210> 33 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 9 sense strand 

<400> 33 

accagacggc aguaauggau u 



<210> 34 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 9 ant i sense strand 

<400> 34 

uccauuacug ccgucuggcu u 



<210> 35 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 10 sense strand 



<400> 35 

gcucagagcc uggaaguccu u 



21 
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<210> 36 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No, 10 ant i sense strand 

<400> 36 

ggacuuccag gcucugagcu u 



<210> 37 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 11 sense strand 

<400> 37 

gccguuccag ugcauggugu u 



<210> 38 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> siRNA No. 11 antisense strand 

<400> 38 

caccaugcac uggaacggcu u 



<210> 39 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> SEAP-siRNA sense strand 

<400> 39 

agggcaacuu ccagaccauu u 
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<210> 40 

<211> 21 

<212> RNA 

<213> Artificial 

<220> 

<223> SEAP-siRNA ant i sense strand 

<400> 40 

au^cugga aguugcccuu u 



21 



<210> 41 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> KLF5 gene specific forward primer 

<400> 41 

ggttgcacaa aagtttatac 



<210> 42 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> KLF5 gene specific ri verse primer 

<400> 42 

ggcttggcgc ccgtgtgctt cc 



<210> 43 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> PDGF-A gene specific forward primer 

<400> 43 

ctccagcgac tcttggagat ag 



<210> 44 
<211> 22 



aiiE#2 004-30792 4 2 



2004-075115 



^--j : 11/ 



<212> DM 
<213> Artificial 

<220> 

<223> PDGF-A gene specific ri verse primer 
<400> 44 

ttcaggttgg aggtcgcaca tg 



<210> 45 

<211> 25 

<212> DNA 

<213> Artificial 

<220> 

<223> SMemb gene specific forward primer 

<400> 45 

aatgcccgcc agcagctgga gcgac 



<210> 46 

<211> 25 

<212> DNA 

<213> Artificial 

<220> 

<223> SMemb gene specific riverse primer 

<400> 46 

gctccttata ctgatccgca tgccg 



<210> 47 

<211> 25 

<212> DNA 

<213> Artificial 

<220> 

<223> SRF gene specific forward primer 

<400> 47 

tggcaccagt gtctgctact gtcag 



<210> 48 
<211> 25 
<212> DNA 
<213> Artificial 
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<220> 

<223> SRF gene specific riverse primer 
<400> 48 

gctgccctat cacagccatc t^tg 



<210> 49 

<211> 1591 

<212> DNA 

<213> Mus musculus 

<220> 

<221> CDS 

<222> (167).. (1507) 

<223> 

<400> 49 

ccgagcccag gagccccgat ctccgtgccc gccttcgtga gcgtctggct gccggcccag 60 

gggtcccccg ccgcggcccc ccgccgagtc cgccgtcccg tgccagcccg agcgaggtgg 120 

gatcgcgatc gctccgtgtc ccgctcccgt aatccccaga ccgtcc atg ccc acg 175 

Met Pro Thr 
1 . 

egg gtg ctg ace atg age gee ege etg gga eea ctg eee eag eeg ceg 223 
Arg Val Leu Thr Met Ser Ala Arg Leu Gly Pro Leu Pro Gin Pro Pro 
5 10 15 

gee geg eag gee gag eee gtg tte geg eag etc aag eeg gtg etg gge 271 
Ala Ala Gin Ala Glu Pro Val Phe Ala Gin Leu Lys Pro Val Leu Gly 
20 25 30 35 

get geg aac eeg gee cgc gac geg geg etc tte tec gga gac gat etg 319 
Ala Ala Asn Pro Ala Arg Asp Ala Ala Leu Phe Ser Gly Asp Asp Leu 
40 45 50 

aaa cac geg cac cac cac ccg cct geg eeg eeg eea gee get gge eeg 367 
Lys His Ala His His His Pro Pro Ala Pro Pro Pro Ala Ala Gly Pro 
55 60 65 

cga etg ccc teg gag gag ctg gtc cag aca aga tgt gaa atg gag aag 415 
Arg Leu Pro Ser Glu Glu Leu Val Gin Thr Arg Cys Glu Met Glu Lys 
70 75 80 

tat ctg acc cct cag etc cct cca gtt ccg ata att tea gag cat aaa 463 
Tyr Leu Thr Pro Gin Leu Pro Pro Val Pro He He Ser Glu His Lys 
85 90 95 
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aag tat aga cga gac agt gcc tea gtg gta gac cag ttc ttc act gac 511 
Lys Tyr Arg Arg Asp Ser Ala Ser Val Val Asp Gin Phe Phe Thr Asp 
ICQ 105 110 115 

act gaa ggc ata cct tac age ate aac atg aac gtc ttc etc ect gac 559 
Thr Glu Gly He Pro Tyr Ser He Asn Met Asn Val Phe Leu Pro Asp 
120 125 130 

ate act cac ctg aga act ^c etc tac aaa tec cag aga cea tgc gta 607 
He Thr His Leu Arg Thr Gly Leu Tyr Lys Ser Gin Arg Pro Cys Val 
135 140 145 

aca cag ate aag aca gaa cct gtt ace att ttc age cac cag age gag 655 
Thr Gin He Lys Thr Glu Pro Val Thr He Phe Ser His Gin Ser Glu 
150 155 160 

teg aeg gee cct cct cct cct ccg gee ecc ace cag get etc cec gag 703 
Ser Thr Ala Pro Pro Pro Pro Pro Ala Pro Thr Gin Ala Leu Pro Glu 
165 170 175 

ttc act agt ate ttc age tee cac cag ace aca geg cea cea cag gag 751 
Phe Thr Ser He Phe Ser Ser His Gin Thr Thr Ala Pro Pro Gin Glu 
180 185 190 195 

gtg aac aat ate ttc ate aaa eaa gaa ett cet ata cea gat ett cat 799 
Val Asn Asn He Phe He Lys Gin Glu Leu Pro He Pro Asp Leu His 
200 205 210 

etc tct gtc cct tec cag cag ggc cac ctg tac cag ctg ttg.aat aca 847 
Leu Ser Val Pro Ser Gin Gin Gly His Leu Tyr Gin Leu Leu Asn Thr 
215 220 225 

ccg gat eta gac atg cec agt teg aca aac cag aeg gea gta atg gac 895 
Pro Asp Leu Asp Met Pro Ser Ser Thr Asn Gin Thr Ala Val Met Asp 
230 235 240 

ace ett aat gtt tct atg gea ggc ett aac cea cac cec tct get gtt 943 
Thr Leu Asn Val Ser Met Ala Gly Leu Asn Pro His Pro Ser Ala Val 
245 250 255 

cea cag aeg tea atg aaa cag ttc cag ggc atg cec cct tgc aeg tac 991 
Pro Gin Thr Ser Met Lys Gin Phe Gin Gly Met Pro Pro Cys Thr Tyr 
260 265 270 275 



ace atg cea agt cag ttt ett cea cag cag gee act tat ttt cec ccg 
Thr Met Pro Ser Gin Phe Leu Pro Gin Gin Ala Thr Tyr Phe Pro Pro 
280 285 290 

tea cea cea age tea gag cet gga agt cec gat aga eaa get gag atg 



1039 



1087 
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Ser Pro Pro Ser Ser Glu Pro Gly Ser Pro Asp Arg Gin Ala Glu Met 
295 300 305 

ctg cag aat etc acc cca cct ccg tec tat gee get aca att get tee 1135 
Leu Gin Asn Leu Thr Pro Pro Pro Ser Tyr Ala Ala Thr He Ala Ser 
310 315 320 

aaa ctg gcg att cac aac cca aat tta cct gee act ctg cca gtt aat 1183 
Lys Leu Ala He His Asn Pro Asn Leu Pro Ala Thr Leu Pro Val Asn 
325 330 335 

teg cca act etc cca cct gtc aga tac aac aga agg agt aac ccg gat 1231 
Ser Pro Thr Leu Pro Pro Val Arg Tyr Asn Arg Arg Ser Asn Pro Asp 
340 345 350 355 

ctg gag aag ega cgt ate cac ttc tgc gat tat aat ggt tgc aca aaa 1279 
Leu Glu Lys Arg Arg He His Phe Cys Asp Tyr Asn Gly Cys Thr Lys 
360 365 370 

gtt tat aca aag teg tet cac tta aaa get cac ctg agg act eat aeg 1327 
Val Tyr Thr Lys Ser Ser His Leu Lys Ala His Leu Arg Thr His Thr 
375 380 385 

ggc gag aag ecc tac aag tgc acc tgg gag gge tgc gae tgg agg ttt 1375 
Gly Glu Lys Pro Tyr Lys Cys Thr Trp Glu Gly Cys Asp Trp Arg Phe 
390 395 400 



gee egg teg gat gag ctg ace ege cac tac agg aag cac aeg ggc gee 
Ala Arg Ser Asp Glu Leu Thr Arg His Tyr Arg Lys His Thr Gly Ala 
405 410 415 



1423 



aag ccg ttc cag tgc atg gtg tgc caa cge age ttc tec ege tec gae 1471 
Lys Pro Phe Gin Cys Met Val Cys Gin Arg Ser Phe Ser Arg Ser Asp 
420 425 430 435 

cac etc gcg ctg cac atg aag ege cac cag aac tga gcgagcgaac 1517 
His Leu Ala Leu His Met Lys Arg His Gin Asn 
440 445 

getgegccca cccgcctgac gccttgcagt ccgctttgcc atcctttaaa ccgcagacct 1577 
aacttcataa aaag 1591 



<210> 50 

<211> 3359 

<212> DNA 

<213> Homo sapiens 



<220> 
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<221> CDS 

<222> (312).. (1685) 

<400> 50 

ggtacgtgcg ctcgcggttc tctcgcggag gtcggcggtg gcgggagcgg gctccggaga 60 

gcctgagagc acggtggggc ggggcgggag aaagtggccg cccggaggac gttggcgttt 120 

acgtgtggaa gagcggaaga gttttgcttt tcgtgcgcgc cttcgaaaac tgcctgccgc 180 

tgtctgagga gtccacccga aacctcccct cctccgccgg cagccccgcg ctgagctcgc 240 

cgacccaagc cagcgtgggc gaggtgggaa gtgcgcccga cccgcgcctg gagctgcgcc 300 

cccgagtgcc c atg get aca agg gtg ctg age atg age gee cgc ctg gga 350 
Met Ala Thr Arg Val Leu Ser Met Ser Ala Arg Leu Gly 
1 5 10 

CGC gtg CGC Gag ceg CGg geg ceg eag gae gag eeg gtg tte geg cag 398 
Pro Val Pro Gin Pro Pro Ala Pro Gin Asp Glu Pro Val Phe Ala Gin 
15 20 25 

GtG aag GGg gtg ctg ggG gGG gGg aat GGg gCG cgG gaG geg geg ete 446 
Leu Lys Pro Val Leu Gly Ala Ala Asn Pro Ala Arg Asp Ala Ala Leu 
30 35 40 45 

ttc CGC ggG gag gag Gtg aag oaG gGg oac GaG GgG GGg Gag gGg oag 494 
Phe Pro Gly Glu Glu Leu Lys His Ala His His Arg Pro Gin Ala Gin 
50 55 60 

GGG geg cce geg eag gee eeg eag ceg gee eag ceg ccc gcc ace ggc 542 
Pro Ala Pro Ala Gin Ala Pro Gin Pro Ala Gin Pro Pro Ala Thr Gly 
65 70 75 

GGg egg ctg cet cea gag gae ctg gte cag aca aga tgt gaa atg gag 590 
Pro Arg Leu Pro Pro Glu Asp Leu Val Gin Thr Arg Cys Glu Met Glu 
80 85 90 

aag tat ctg aca cet eag ett cet cea gtt cet ata att cea gag cat 638 
Lys Tyr Leu Thr Pro Gin Leu Pro Pro Val Pro He He Pro Glu His 
95 100 105 

aaa aag tat aga ega gae agt gcc tea gtc gta gae eag tte ttc act 686 
Lys Lys Tyr Arg Arg Asp Ser Ala Ser Val Val Asp Gin Phe Phe Thr 
110 115 120 125 

gae act gaa ggg tta cet tac agt ate aac atg aac gtc ttc etc cet 734 
Asp Thr Glu Gly Leu Pro Tyr Ser He Asn Met Asn Val Phe Leu Pro 
130 135 140 
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gac ate act cac ctg aga act ggc etc tac aaa tec eag aga eeg tge 
Asp He Thr His Leu Arg Thr Gly Leu Tyr Lys Ser Gin Arg Pro Cys 
145 150 155 



gaa acg act gcc cot cct ccg gcc ccg ace cag gee etc cet gag tte 
Glu Thr Thr Ala Pro Pro Pro Ala Pro Thr Gin Ala Leu Pro Glu Phe 
175 180 185 



gtt tot atg tea get gee atg gea ggc ctt aac aca cac acc tct get 
Val Ser Met Ser Ala Ala Met Ala Gly Leu Asn Thr His Thr Ser Ala 
255 260 265 

gtt ccg cag act gea gtg aaa caa tte cag ggc atg ccc cct tgc aca 
Val Pro Gin Thr Ala Val Lys Gin Phe Gin Gly Met Pro Pro Cys Thr 
270 275 280 285 



782 



gta aca cac ate aag aca gaa cct gtt gcc att tte age cac cag agt 830 
Val Thr His He Lys Thr Glu Pro Val Ala He Phe Ser His Gin Ser 
160 165 170 



878 



acc agt ata tte age tea cac cag acc gea get cea gag gtg aac aat 926 
Thr Ser He Phe Ser Ser His Gin Thr Ala Ala Pro Glu Val Asn Asn 
190 195 200 205 

att tte ate aaa caa gaa ctt cet aca cea gat ctt cat ctt tct gtc 974 
He Phe He Lys Gin Glu Leu Pro Thr Pro Asp Leu His Leu Ser Val 
210 215 220 

cct acc cag cag ggc cac ctg tac cag eta ctg aat aca ccg gat eta 1022 
Pro Thr Gin Gin Gly His Leu Tyr Gin Leu Leu Asn Thr Pro Asp Leu 
225 230 235 

gat atg ccc agt tct aca aat cag aca gea gea atg gac act ctt aat 1070 
Asp Met Pro Ser Ser Thr Asn Gin Thr Ala Ala Met Asp Thr Leu Asn 
240 245 250 



1118 



1166 



tac aca atg cea agt eag ttt ctt cea caa cag gcc act tac ttt ccc 1214 
Tyr Thr Met Pro Ser Gin Phe Leu Pro Gin Gin Ala Thr Tyr Phe Pro 
290 295 300 

ccg tea cea cea age tea gag cet gga agt cea gat aga caa gea gag 1262 
Pro Ser Pro Pro Ser Ser Glu Pro Gly Ser Pro Asp Arg Gin Ala Glu 
305 310 315 

atg etc cag aat tta ace cea cct cea tec tat get get aca att get 1310 
Met Leu Gin Asn Leu Thr Pro Pro Pro Ser Tyr Ala Ala Thr He Ala 
320 325 330 

tct aaa ctg gea att cac aat cea aat tta ccc ace ace ctg cea gtt 1358 
Ser Lys Leu Ala He His Asn Pro Asn Leu Pro Thr Thr Leu Pro Val 
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335 340 345 



aac tea caa aac ate caa cct gtc aga tae aat aga agg agt aae eec 
Asn Ser Gin Asn He Gin Pro Val Arg Tyr Asn Arg Arg Ser Asn Pro 
350 355 360 365 

gat ttg gag aaa cga ege ate eae tae tgc gat tac cct ggt tgc aca 
Asp Leu Glu Lys Arg Arg He His Tyr Cys Asp Tyr Pro Gly Cys Thr 
370 375 380 



1406 



1454 



aaa gtt tat acc aag tct tet cat tta aaa get eae etg agg act cac 1502 
Lys Val Tyr Thr Lys Ser Ser His Leu Lys Ala His Leu Arg Thr His 
385 390 395 



act ggt gaa aag eca tac aag tgt acc tgg gaa ggc tgc gac tgg agg 
Thr Gly Glu Lys Pro Tyr Lys Cys Thr Trp Glu Gly Cys Asp Trp Arg 
400 405 410 

ttc gcg cga teg gat gag ctg ace cgc cac tac egg aag cac aca ggc 
Phe Ala Arg Ser Asp Glu Leu Thr Arg His Tyr Arg Lys His Thr Gly 
415 420 425 

gee aag ccc ttc cag tgc ggg gtg tgc aac cgc age ttc teg cgc tct 
Ala Lys Pro Phe Gin Cys Gly Val Cys Asn Arg Ser Phe Ser Arg Ser 
430 435 440 445 

gac cac ctg gcc ctg cat atg aag agg cac cag aac tga gcactgcccg 
Asp His Leu Ala Leu His Met Lys Arg His Gin Asn 
450 455 



1550 



1598 



1646 



1695 



tgtgaccegt tccaggtccc ctgggctccc tcaaatgaca gacctaacta ttcctgtgta 1755 

aaaacaacaa aaacaaaaaa aaaacaagaa aaccacaact aaaactggaa atgtatattt 1815 

tgtatatttg agaaaacagg gaatacattg tattaatacc aaagtgtttg gtcattttaa 1875 

gaatctggaa tgcttgctgt aatgtatatg gctttactca agcagatctc atctcatctc 1935 

atgacaggca gccagtctca acatgggtaa ggggtggggg tgaaggggag tgtgtgeagc 1995 

gtttttacct aggcaccatc atttaatgtg acagtgttca gtaaacaaat cagttggcag 2055 

gcaccagaag aagaatggat tgtatgtcaa gattttactt ggcattgagt agtttttttc 2115 

aatagtaggt aattccttag agatacagta tacctggcaa ttcacaaata gccattgaac 2175 

aaatgtgtgg gtttttaaaa attatataca tatatgagtt gectatattt gctattcaaa 2235 
attttgtaaa tatgcaaatc agctttatag gtttattaca agttttttag gattcttttg 



2295 
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gggaagagtc ataattcttt tgaaaataac catgaataca cttacagtta ggatttgtgg 2355 

taaggtacct ctcaacatta ccaaaatcat ttctttagag. ggaaggaata atcattcaaa 2415 

tgaactttaa aaaagcaaat ttcatgcact gattaaaata ggattatttt aaatacaaaa 2475 

ggcattttat atgaattata aactgaagag cttaaagata gttacaaaat acaaaagttc 2535 

aacctcttac aataagctaa acgcaatgtc atttttaaaa agaaggactt aggggtcgtt 2595 

ttcacatatg acaatgttgc atttatgatg cagttttcaa gtaccaaaac gttgaattga 2655 

tgatgcagtt ttcatatatc gagatgttcg ctcgtgcagt actgttggtt aaatgacaat 2715 

ttatgtggat tttgcatgta atacacagtg agacacagta attttatcta aattacagtg 2775 

cagtttagtt aatctattaa tactgactca gtgtctgcct ttaaatataa atgatatgtt 2835 

gaaaacttaa ggaagcaaat gctacatata tgcaatataa aatagtaatg tgatgctgat 2895 

gctgttaacc aaagggcaga ataaataagc aaaatgccaa aaggggtctt aattgaaatg 2955 

aaaatttaat tttgttttta aaatattgtt tatctttatt tattttgtgg taatatagta 3015 

agttttttta gaagacaatt ttcataactt gataaattat agttttgttt gttagaaaag 3075 

ttgctcttaa aagatgtaaa tagatgacaa acgatgtaaa taattttgta agaggcttca 3135 

aaatgtttat acgtggaaac acacctacat gaaaagcaga aatcggttgc tgttttgctt 3195 

ctttttccct cttatttttg tattgtggtc atttcctatg caaataatgg agcaaacagc 3255 

tgtatagttg tagaattttt tgagagaatg agatgtttat atattaacga caattttttt 3315 

tttggaaaat aaaaagtgcc taaaagaaaa aaaaaaaaaa aaaa 3359 
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i^m^] mm 
mil 



lOObp siRNA SEAP- siRNA siRNA siRNA siRNA siRNA 
■^-ij- SiRNA No. 2 No. 3 No. 4 No. 5 No. 6 



<-18S 
^KLF5 




[1^2] 



lOObp siRNA SEAP- siRNA siRNA siRNA siRNA siRNA siRNA siRNA 
siRNA No. 7 No. 8 No. 9 No. 10 No. 11 No. 4 No. 1 




«-18S 
«-KLF5 



[US] 



lOObp SiRNA SEAP- siRNA siRNA siRNA siRNA siRNA siRNA siRNA 
■^-ij- 75:b siRNA No. 7 No. 8 No. 9 No. 10 No. 11 No. 4 No. 1 




<-18S 
<-PDGF-A 
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lOObp siRNA SEAP- siRNA siRNA siRNA siRNA siRNA siRNA siRNA 
tjt\^ SiRNA No. 7 No. 8 No. 9 No. 10 No. 11 No. 4 No. 1 




«-18S 
<-SMemb 



111151 



siRNA siRNA 
«rU No. 1 



siRNA SiRNA SiRNA siRNA SEAP- 
No. 4 No. 7 No. 9 No. 10 siRNA 




lOObp SiRNA SEAP- siRNA 
&U siRNA No. 4 



ISS 
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[Ml ^;wy^JV^B^5 (KLF5) MiR^(D^m^^M-r ^Mk^^^ir ^ 

^ to 

[^^^^] KLF5 cDNA<^J^^@S5^J*^e)Si^ft-L:^. KLF5 mRNAO5S^-t*15~30m»<^ie 
m<^t^^^ t'ffi -2, d :d«-e ^ * o 
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1 . ^^^n a 2003^10^100 

m mMlI5^5E^«|52 - 3 2 - 2 - 1 2 0 4 
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m M A m. & m 



^g|J#-^ [000001029] 
1 . -^B 1990^8^ 6B 
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